observed after only three days treatment with a small dose of ethinyloestradiol it is possible that this may reflect an alteration in binding constant of thyroxine binding proteins rather than a quantitative change. The rapidity with which urinary T-4 returns to basal levels is probably due to the negative feedback control mechanism of the pituitary-thyroid axis whereby circulating levels of the free T-4 influence the release of thyrotrophin. Other possible explanations for these findings include alteration of the hepatic metabolism of T-4 after oestrogen withdrawal, which might account for, or contribute to, the increase in urinary T-4 excretion.
Summary The extent of antibody to the influenza virus A/Hong Kong/68 (H3N2) after four years of prevalence was investigated in Britain and in the U.S.A. The results indicated a high incidence in both populations. The prevalence of antibody to a variant A/England/42/72 (H3N2) which has been causing epidemics of influenza in the southern hemisphere during the middle months of 1972 was also investigated. The differences reflect the shift in antigenic content of this variant, and although the overall proportion of the sera with antibody at > 1/40 was 37%, some age groups had an incidence of only 20% or less with antibody at this level. A commercial inactivated A/Hong Kong/68 influenza vaccine was given to a group of volunteers in Britain to see how effective it might be in stimulating antibody to the variant A/England/42/72. The antibody responses were better than expected from ear-
Introduction
The appearance of the influenza virus A/Hong Kong/68 (H3N2) in 1968 was followed by extensive winter epidemics in which in Britain about two-thirds of the population acquired antibody to this virus (Miller et al., 1971) . The winter of 1970-1 was notable in Britain for the absence of epidemiological indices of influenza prevalence, with no increase in morbidity or mortality rates. This would have been regarded as a non-influenza winter, but it was apparent to laboratory workers that the virus was, none the less, circulating to a small extent, since 50 strains of virus were isolated. During the winter of 1971-2 the virus reappeared, and over 700 strains were isolated from cases all over the country. Because of the extended period during which this occurred only small changes resulted in the epidemiological indices. It seemed probable that after these further two years most people in Britain would have antibody to the A/Hong Kong/68 virus and there were likely to be insufficient susceptibles to allow further epidemics of any size to occur.
In the autumn of 1972 epidemics of influenza were reported in the southern hemisphere associated with strains which were significantly different from the A/Hong Kong/68 virus. These strains were found to be similar to one (numbered A/England/42/ 72) that had been isolated from a case of influenza in January 1972 in England and which was the only strain of 752 examined that winter to show altered antigenic characteristics Haemagglutination inhibition tests were done by standard procedures previously described (Pereira et al., 1964). land/42/72 the proportion of sera with titres of > 1/40 was considerably lower than with the A/Hong Kong/68, and in the group under 5 years and over 35 an average of only 20% of the sera fell into this category. Over 60% had no demonstrable antibody. The pattern is shown clearly in fig. 1 These results can be compared with some obtained with sera taken during a vaccine study done in the U.S.A. in 1968 before the first A/Hong Kong/68 epidemic had occurred. In this study A/Hong Kong/68 vaccine was given to 20 people, 900% of whom produced antibody titres of > 1/40 to the homologous virus. However, when the postvaccine sera were tested with A/Queensland/6/72 virus, which is similar to the A/England/ 42/72 variant, only 100% had titres of > 1/40.
Discussion
Studies of the impact of the A/Hong Kong/68 virus on the population of Britain showed (Miller et al., 1971 ) that after the first two years of epidemics only about 300% of the population were without antibody. During the following two years the same virus was detected to a small extent during the winter of 1970-1 and rather more extensively during the winter of 1971-2. The frequency of antibody after these four winters was examined in sera taken during the summer of 1972, and it was found that by this time with all ages averaged only 17%o were without demon- The results in this study were analysed to separate the sera with titres of 1/40 or more from the rest. The reason for this was based on evidence gathered in other studies (Miller et al., 1972> that this level of antibody appeared to confer protection against infection. When this was done it was found that whereas 73% of the sera had antibody at > 1/40 to the A/Hong Kong/68 virus an average of only 37%" had antibody at these titres to the variant A/England/42/72, and the proportion in certain selected groups was actually considerably lower. For (Kilbourne, 1969; McCahon and Schild, 1971) antigenically identical to A/England/42/72 have been produced, and their properties will be described elsewhere (Schild, 1972) .
Introduction
Over the years there has been considerable diversity of opinion regarding the main cause of death in the baby delivered as a
